Uric acid clearances in man have been determined by several investigators. The values reported have ranged from 6.9 to 31.9 cc. per minute. This highest value was recently reported by one group from this laboratory (1). Subsequent attempts by us to confirm this figure have been unsuccessful. The values now obtained for uric acid clearances average about 15 cc. per minute or about one-half the value previously reported.
Uric acid clearances in man have been determined by several investigators. The values reported have ranged from 6.9 to 31.9 cc. per minute. This highest value was recently reported by one group from this laboratory (1) . Subsequent attempts by us to confirm this figure have been unsuccessful. The values now obtained for uric acid clearances average about 15 cc. per minute or about one-half the value previously reported.
Many possible explanations for this discrepancy presented themselves. First, a different method is now being use.d for the determination of uric acid. However, the methods have been carefully checked. They give nearly identical results. And second, the uric acid clearances performed previously in this laboratory were determined upon specimens of urine and blood, obtained from patients who were also receiving inulin and diodrast, while in the later studies, inulin and diodrast were absent. The presence of either one of these substances might, therefore, alter the normal excretion of uric acid and/or affect the determination of uric acid.
It was readily determined that inulin and diodrast do not interfere with the determination of uric acid by the methods used in these experiments when these substances are added directly to the urine in quantities such that the final concentration is of the same order of magnitude as that found in the urine in clearance studies.
It would also appear that the presence of inulin in the subject does not affect the uric acid clearance since Coombs et al. (2) have observed an average uric acid clearance in 8 normal nonpregnant humans of 11.1 cc. per minute per 1.73 sq. m. when inulin was given simultaneously.
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high values for the uric acid clearances previously reported from this laboratory might be due to the simultaneous presence and excretion of diodrast. The following experiments were therefore carried out to test this hypothesis. First, we determined the effect of urine flow upon the uric acid clearance using our methods, since it is easier to obtain satisfactory urine collections for clearance determinations in the postpartum female if the urine flow is high. These experiments also assured us that we could measure the uric acid satisfactorily in very dilute urines. We then studied the effect of the injection of large quantities of glucose upon the uric acid clearance in order to determine if the reabsorption of supranormal amounts of glucose by the kidney tubule has any effect upon the uric acid clearance. We finally studied the effect of diodrast upon the uric acid clearance. Preliminary studies showed that diodrast did affect the excretion of uric acid. This effect was therefore studied in a separate series of cases.
SUBJECTS AND METHODS
Clinically normal women in their 1st to 8th postpartum day were used as experimental subjects. In the series of patients used to study the effect of water diuresis and glucose upon the uric acid clearance, sufficient water was given to insure an adequate flow. However, we also attempted to get a distribution of flows. In this series, the first clearance period was started about 9 a.m. In most cases (i.e. when the flow was high), the patients were not catheterized. Each clearance period averaged about 45 minutes. There were either 2 or 3 consecutive periods on the same day for each patient. Blood was drawn, either in the middle of the 2nd if there were 3 periods, or at the end of the 1st if there were 2 periods.
In the series of patients used for the diodrast study, the conditions were more rigidly controlled. At about 6 a.m., on their 4th to 6th postpartum day, the patients were given sufficient water over the period of an hour to insure an adequate urine flow. Breakfast was withheld. At approximately 7 a.m., the patient was catheterized and the urine specimen was discarded. The urine was then collected for 2 consecutive one-half hour periods. A blood specimen was taken after the first half-hour period. The uric acid and urea clearances were determined upon these specimens. From these data, the control clearances were calculated. On the following day, the same procedure was carried out. In addition, however, each patient was given an intravenous injection of 5 cc. of 35 per cent diodrast ' at the beginning of each half-hour period. Diodrast was not determined. It has been assumed that the greater part of the diodrast given would be excreted in one-half hour (3) and that the blood levels of diodrast at this point would be low. The urine specimens were also analyzed for creatinine to be sure that the collection of the urine had been satisfactory. In this series, only those data have been used which showed satisfactory checks with respect to uric acid and urea clearances and creatinine excretion.
All clearances were calculated as maximum clearances,. except in one instance (a urea clearance) which is indicated in the last (9)) was not entirely satisfactory in our hands. The Folin 1922 method (10) which has been used for the determination of uric acid in the routine laboratory of this clinic for many years was substituted. This determination is carried out by essentially the same procedure described by Folin in 1922 except that the Folin-Marenzi reagent (11) is used and the lithium sulfate is omitted. This method will be referred to as the 1922 method.
When the discrepancy in the uric acid clearances became apparent, it became necessary to determine whether or not the 2 methods were measuring essentially the same thing. They were, therefore, compared. Simultaneous determinations by the 2 methods on the same filtrate of the uric acid content of 37 different Folin-Wu 3 The product sold by the Winthrop Chemical Company, Inc., New York, N. Y. (Table I) . When inulin and diodrast are added to the urines or blood filtrates in the concentrations in which they are present in these studies, they have no effect upon the determination of uric acid. It seems, therefore, that inulin and diodrast interference with the determination of uric acid cannot account for the observed results.
There is some evidence which indicates that these methods are measuring uric acid (urate). Schaffer (12, 13) has shown that the substance in blood filtrates which produces 86 to 96 per cent of the color and the substance in urine which produces 94 to 98 per cent of the color, when the Folin 1933 method is used for the determination of uric acid, is destroyed when portions of such blood filtrates and urines are incubated with a defatted, desiccated kidney preparation which has uricase activity. Urea clearances performed on the same specimens of blood and urine averaged for the control day 76.2 n4 13.0 cc. per minute per 1.73 sq. m. and for the day on which diodrast was given, 82.9 41 12.0 cc. per minute. The difference between these means, divided by the standard deviation of the means, equals 1.66. There is, therefore, no significant difference between the means. These data are presented in Tables II  and III. The creatinine excreted per 30 minutes per 1.73 sq. m. on the control day averaged 24 i 1.7 mgm. and on the day diodrast was given, 23 i 2.4 mgm. The difference between these means, divided by the standard deviation of the means, equals 0.66. There is again no significant difference between the excretion of creatinine on the day on which diodrast was given and that on the day diodrast was not given.
The evidence presented shows that diodrast exerts an effect upon the excretion of uric acid. It will be noted that there is no appreciable change in the blood uric acid from one day to the next. The diodrast has no effect upon the excretion of urea The very high uric acid clearances previously reported from this laboratory are in all probability due to the simultaneous presence and excretion of diodrast. The data presented in the previous paper (1) are, however, still pertinent and any datum in that paper can be compared with any other datum reported in that paper, since the same amount of diodrast was given in each case. The data are, however, erroneous as absolute values. As an approximation, the uric acid clearances can be corrected by dividing by 2. The data presented herein indicate that diodrast must be added to the list of substances which increase the excretion of uric acid. The mechanism of this reaction or action, however, is still unknown. It is known, however, that diodrast is excreted by the kidney tubule (22) . Most probably this excretion inhibits the reabsorption of uric acid. But it is also theoretically possible that uric acid is also excreted by the tubule and the increased activity of the tubule required to excrete the diodrast is reflected 7Apparently, many investigators consider them both inadequate and inaccurate. This certainly cannot be attributed to any lack of effort in this direction. One of us '(R. W. B.) has collected a bibliography of 280 titles of papers dealing with the quantitative determination of uric acid in blood and urine.
in an increased excretion of uric acid. However, we are more inclined to the view that the excretion of diodrast inhibits the reabsorption of uric acid. It also seems probable that diodrast is affecting one specific mechanism or portion of the kidney tubule or both since the reabsorption of uric acid is not affected by the simultaneous maximal reabsorption of glucose nor is there any significant alteration in the urea clearance or in the creatinine excretion when diodrast is given. These data also indicate that diodrast is excreted by one specific mechanism or portion of the tubule and that any conclusions drawn as to tubular function from the excretion of diodrast may only apply to one portion or mechanism of the tubule. On the other hand, it may be possible that larger amounts of diodrast than those given in these experiments may also have some effect upon the urea clearance.
SUMMARY
The uric acid clearance as determined in the normal woman, 1 to 8 days postpartum, averaged 15.4 i 3.2 cc. per minute per 1.73 sq. m. in a series of 9 subjects, and 14.0 d 2.9 cc. per minute per 1.73 sq. m. in another series of 11 subjects. There is no significant difference between these values. The injection of diodrast resulted in an increased excretion of uric acid. The average uric acid clearance in the 11 subjects described above increased to 50.6 iz 9.1 cc. per minute per 1.73 sq. m. when a given amount of diodrast was being excreted simultaneously. The diodrast did not have any effect upon the urea clearance or the creatinine excretion. In contrast, the injection of hypertonic solutions of glucose exerted no effect upon the excretion of uric acid. 
